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The primary malignant melanoma of the esophagus (PMME) is a rare malignant disease, accounting for only 0.1–0.2% of all
esophageal neoplasms, and the majority of the patients are diagnosed at advanced stages with poor prognosis. We present here
a case of 56-year-old woman with epigastric pain and her endoscopic ﬁnding revealed several ﬂat and black pigmented mucosal
lesions within the distal portion of the esophagus which looked like ﬂat nevus. The histopathology and immunohistochemical
proﬁle of the tissue specimens were diagnostic of malignant melanoma.
Copyright © 2009 M.-J. Kang and S. Y. Yi. This is an open access article distributed under the Creative Commons Attribution
License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly
cited.
1.Introduction
The primary malignant melanoma of esophagus (PMME)
is an extremely rare and highly aggressive tumor with the
mean survival time of 10 months and the 5-year survival rate
of only 4% [1]. Since the ﬁrst case of PMME was reported
by Baur in 1906, only 262 cases have been documented by
June 2005 worldwide [2]. The incidence is from 0.1% ∼
0.2% of all esophageal malignancies [3]. Gross appearances
of the PMME, which often locates intraluminally at distal
part of the esophagus, are typically solitary, polypoid, and
irregularly pigmented [4]. We present here a case of unique
endoscopic appearance PMME which looks like ﬂat nevus.
2.CaseReport
A 56-year-old man presented to our hospital complaining of
epigastric pain for 10 days. He had been medically treated for
reﬂux esophagitis, and the gastric ulcers infected secondary
to helicobacter pylori since 2002. He took a medication
of proton pump inhibitor. His physical examination was
unremarkable and revealed no evidence of organomegaly or
lymphadenopathy. He did not have any other comorbidities.
Esophagoscopy revealed several ﬂat and black pigmented
mucosal lesions with a short shallow mucosal break in
the distal esophagus and esophagogastric junction (Figures
1 and 2). Microscopic examination of biopsy specimens
showed proliferation of poorly cohesive neoplastic cells with
hyperchromic nuclei and cytosolic melanin granules which
predominantly proliferated in the mucosa (Figure 3,H & E
stain, ×400). The cells sporadically showed immunoreactiv-
ityforS-100proteinandHMB-45antibody(Figure 4,×400).
Extensive examination revealed no other skin, anal, facial,
or rectal lesions. PET scan was performed and there was
no metastatic lesion. On the basis of physical examination,
histologicalandimmunohistochemicalstudies,thediagnosis
of PMME was made.
3. Discussion
PMME is generally considered to be a highly malignant
tumor which carries a poor prognosis and shows a rapidly
f a t a lc o u r s e[ 1]. The role of radiotherapy, chemotherapy, and
immunotherapy is disappointing, and adjuvant treatment
remains optional. In a series of 139 cases of PMME reviewed
by Sabanathan et al. (67 treated by surgery alone; 72
treated with other modalities, such as chemotherapy and
radiotherapy), the majority of these patients were diagnosed
at advanced stages, and approximately 40% of patients had
lymph node or distant metastases at the time of diagnosis.2 Gastroenterology Research and Practice
Figure 1: Esophagoscopy showing several ﬂat and black pigmented
mucosal lesions in the distal esophagus and esophagogastric
junction (arrows).
Figure 2: Esophagoscopy showing ﬂat and black pigmented
mucosal lesions with reﬂux esophagitis in close up of esophagogas-
tric junction.
And only around 30% of the patients survived for more than
1 year after diagnosis in those 139 cases [3]. An accurate
preoperative diagnosis of PMME is diﬃcult to achieve due
to lack of speciﬁcity of the symptoms and typical histological
ﬁnding from endoscopic ﬁnding is abtainable only in less
than 50%. Malignant melanoma, either esophageal primary
or metastatic to esophagus, is diﬃcult to distinguish from
other esophageal malignancies clinically and histologically. It
is often misinterpreted as negative or poorly diﬀerentiated
squamous cell carcinoma when the melanoma cells contain
either few or no melanin granules [5]. Etiology and natural
course are not well known. It has been suggested that
esophageal melanocytosis, a benign condition deﬁned as
an increased number of melanocyte in the basal layer with
an increased quantity of melanin in these melanocytes, has
been indicated as a premalignant lesion of PMME [6]. In
1970, Piccone et al. reported the ﬁrst case of PMME with
melanocytosis of the surrounding esophageal epithelium.
A few cases of PMME with melanocytosis have been
subsequently published, with melanocytosis being present in
25 percent of cases of PMME [7, 8]. Chronic stimuli such as
the reﬂux of gastric juice and certain factors from adjacent
Figure 3: Histologically the tumor mainly consisted of poorly
cohesive neoplastic cells with hyperchromic muclei and cytosolic
melanin granules which predominantly proliferated in the mucosa
(Hematoxylin and eosin stain, ×400).
(a) (b)
Figure 4: Immunohistochemical stain. The cells sporadically
showed immunoreactivity for S-100 protein (×400, a) and HMB-
45 antibody (×400, b).
neoplasm may also lead to melanocyte proliferation and the
development of malignant melanoma [7].
Approximately90%ofthePMMEarelocatedinthedistal
two-thirds of the esophagus [4]. In majority of the cases,
the malignant melanoma tended to be large, intraluminal,
polypoid, and irregular surface [4, 5]. Microscopically, it
usually involves the mucosal and submucosal layers, growing
in a radial manner, and is composed of epithelioid cells
arranged in nests or spindle cells arranged in fasicles with or
without melanin pigment [9]. Eighty-ﬁve percent of PMME
lesions are grossly pigmented, and 90% are pigmented
microscopically. Esophagoscopy is helpful in demonstrating
and localizing these lesions but deﬁnitive diagnosis is made
by immunohistochemical staining with HMB-45 and S-
100 on suspicious lesions with pigment or not [5]. In
our case, the gross appearance demonstrated only ﬂat and
black pigmented mucosal lesions in distal esophagus with
conﬁrmation of histopathological ﬁnding.
At the time of presentation of PMME, metastatic disease
is present in about 50% of the patients, 31% hepatic,
29% mediastinal, 18% pulmonary, and 13% cerebral [9].
Sanchez AA et al. discovered some distinguishing points
of PMME from metastatic melanoma by the presence of
in situ melanoma, radial growth phase, melanocytosis and
mixed epitheloid, and spindle cell morphology, in context
of no history of melanoma [4]. Metastasis to esophagus
seems to be a late event during the disease progression ofGastroenterology Research and Practice 3
cutaneous melanoma and is often associated with metastasis
to other organs at the time of the diagnosis [4]. Complete
history taking and physical examination are necessary in
excluding the presence of a cutaneous or other primary
tumor. A ﬂurodeoxyglucose positron emission tomography
(FDG-PET) scan has been used recently to detect metastatic
lesions [7].
Extensive surgical resection, total or near-total esopha-
gectomy with suﬃcient margin of resection, is ﬁrst choice
in treatment because of tendency to spread longitudinally
along the submucosa [10]. Although the 5-year survival rate
after a radical surgical resection has been reported to range
from 10% to 48%, the prognosis for this disease remains
dismal [7]. The role of radiotherapy, chemotherapy, and
immunotherapy is disappointing, and adjuvant treatment
remains optional [7]. Early detection, establishing a deﬁni-
tive diagnosis and eﬀective treatment remain a challenge.
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